Inhibition of sodium-dependent [3H]imipramine binding in rat brain by serotonin and serotonin uptake inhibitors.
The sodium-dependent component of [3H]imipramine binding in rat cerebral cortex was completely displaced by serotonin and non-tricyclic (fluoxetine) as well as tricyclic (clomipramine) serotonin uptake inhibitors. The competition curves were monophasic yielding pseudo-Hill coefficient close to unity and IC50 values of 89, 10 and 6 nM, respectively for serotonin, fluoxetine and clomipramine. The Ki of serotonin for the sodium-dependent [3H]imipramine binding was within the range of its Km for the uptake process. These results suggest that sodium-dependent [3H]imipramine sites relevant for serotonin uptake may be the same as the substrate recognition sites on the serotonin transporter.